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TI Product of coprecipitation of sparingly soluble substance and 
water-soluble polymer and process for producing the same 
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AB Disclosed is a product of the copptn. of 2 - (l-isopropoxy-carbonyloxy-2 - 
methylpropyl) -7, 8-dimethoxy-4 (5H) , 10 -dioxo-2H-l , 2 , 3-triazolo [4,5- 
c] [1] benzoazepine (I) and a water-soluble polymer. The copptn. product 
is excellent in solubility and absorbability. Crystalline I and Me 
cellulose were dissolved in DMSO. The mixture was dropped into an 
aqueous solution containing Me cellulose to give ppts . , which showed a 
solubility 16.8 ug/mL, as compared to 0 . 8 ug/mL for crystalline I. 

IT 222633-22-9 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); 
PYP (Physical process) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PROC (Process); USES (Uses) (copptn. of sparingly soluble tricyclic 
triazolobenzazepine derivative and water-soluble polymer for improving 
solubility) j 
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CN Carbonic acid, 1- (5, 10-dihydro-7 , 8-dimethoxy-4 , 10-dioxo-l , 2 , 3- 

triazolo [4, 5-c] [1] benzazepin-2 (4H) -yl) -2 -methylpropyl 1-methylethyl 
ester (9CI) (CA INDEX NAME) 
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TI Amorphous substance of tricyclic triazolobenzazepine derivative 
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AB Disclosed are amorphous 2- (l-isopropoxycarbonyloxy-2-methylpropyl) -7, 8- 
dimethoxy-4 (5H) , 10-dioxo-2H-l, 2 , 3-triazolo [4, 5-c] [1] benzazepine (I) , 
which is improved in absorbability and solubility; and a medicinal 
composition containing the compound Also provided are processes for 
producing amorphous compound I and for producing a medicinal composition 
containing the compound An amorphous compound I was dissolved in 
methylene chloride, and mixed with Me cellulose (Metolose SM15) and 
methanol . The mixture was then spray dried to obtain an amorphous 
powder of the present invention. 
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RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(amorphous substance of tricyclic triazolobenzazepine derivative having 
improved absorbability and solubility) 
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CN Carbonic acid, 1- (5, 10-dihydro-7 , 8-dimethoxy-4 , 10-dioxo-l, 2, 3- 

triazolo [4, 5-c] [1] benzazepin-2 (4H) -yl) -2 -methylpropyl 1-methylethyl 
ester (9CI) (CA INDEX NAME) 
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AB Crystalline 2- (l-isopropoxycarbonyloxy-2 -methylpropyl) -7, 8-dimethoxy- 
4(5-H),10- dioxo-2H-l,2,3-triazolo[4,5-c] [1] benzazepine (I) (X ray 
crystallog. data given) is claimed. I is an antiallergic agent. 
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RL: PAC (Pharmacological activity); PRP (Properties); PUR (Purification 
or recovery) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(crystalline tricyclic triazolobenzazepine derivative as antiallergic 
agent) 
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triazolo [4, 5-c] [1] benzazepin-2 (4H) -yl) -2 -methylpropyl 1-methylethyl 
ester (9CI) (CA INDEX NAME) 
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TI Preparation of tricyclic triazolobenzazepine derivatives as prodrugs for 
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AB Tricyclic triazolobenzazepine derivs . represented by general formula [I; 
Rl represents hydrogen, OH, alkyl, or phenylalkyl; R2, R3 , R4, arid R5 
each represents hydrogen, halogeno, optionally protected hydroxyl, 
formyl, optionally substituted alkyl, alkenyl, alkoxy, etc.; Q 
represents a group selected among groups of OC02R33, 02CR34, 02CNR35R36, 
OP ( :0) (OR37)OR38, halogeno, or alkoxy; R33 and R34 each represent 
(un) substituted alkyl, Ph, or (un) saturated 5- to 7-membered ring 
heterocyclyl, etc.; and R3 5 and R3 6 each represent hydrogen or 
(un) substituted alkyl or NR35R36 forms a (un) saturated 5- to 7-membered 
ring heterocyclyl] in the form of a prodrug, and Pharmacol, acceptable 
salts and solvates thereof are prepared These compds. have excellent 
bioavailability. Thus, 1.07 g Et 5- (4 , 5-dimethoxy-2 -nitrobenzoyl) -1H- 
1, 2, 3-triazole-4-carboxylate (preparation given) and 53 mg p- 
MeC6H4S03H.H20 were suspended in CH2C12 and stirred with 330 mg 
isobutyraldehyde at room temperature for 25 min, followed by adding 744 
mg 1, 1 ' -carbonyldiimidazole in 5 . 0 mL CH2C12, and the resulting mixture 
was stirred at room temperature for 3 h and then refluxed with 920 mg 
iso-Pr ale. to give 34% Et 2- (l-isopropoxycarbonyloxy-2-methylpropyl) -5- 
(4,5- dimethoxy- 2 -nitrobenzoyl) -1H-1, 2 , 3 -triazole-4 -carboxylate . The 
latter compound was hydrogenated over Pd(0H)2 in EtOAc at room 
temperature for 15 h to give 99% Et 5- (2 -amino-4 , 5-dimethoxybenzoyl) -2- 
(l-isopropoxycarbonyloxy-2- methylpropyl) -1H-1, 2 , 3-triazole-4 - 
carboxylate which was heated in AcOH at 100° for 2 h with stirring to 
give the title compound (II) in 62% yield. When II in 0.5% aqueous 
methylcellulose was administered p.o. to dogs or rats, the area under 
the concentration time curve (AUC) value was 1.2±0.3 umol . h/L for dogs 
and 1.4+0.1 umol. h/L for rats, which was 4 -times higher in dog and 7- 
times higher in rats compared to that of its active form. A tablet and 
a fine powder formulation containing II were described. 
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triazolo [4, 5-c] [1] benzazepin-2 (4H) -yl) -2 -methylpropyl 1-methylethyl 
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CN Carbonic acid, 1- (5 , 10-dihydro-7 , 8-dimethoxy-4 , 10-dioxo-l, 2 , 3- 

triazolo [4 , 5-c] [1] benzazepin-2 (4H) -yl) -2-methylpropyl 2-ethoxy-l- 
(ethoxymethyl) ethyl ester (9CI) (CA INDEX NAME) 
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CN Carbonic acid, 1- [5 , 10-dihydro-7-methoxy-8- (1-methylethoxy) -4 , 10-dioxo- 
l,2,3-triazolo[4,5-c] [1] benzazepin-2 (4H) -yl] -2-methylpropyl 
2-ethoxy-l- (ethoxymethyl) ethyl ester (9CI) (CA INDEX NAME) 
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methylethyl ester (9CI) (CA INDEX NAME) 
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